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R4B 






R 7 tt. **. -CHj, *5J;tK-CH 2 C 6 H 5 ^e»S^Sn; 

R,«. *»*J;t«ll«ftt»b<ttB*C M 7JW ! -;k C 6 _ 12 7U--Jk C 7 . 

R 2a «. /\oy>. *«ft%>L<ttiiiftc,. 8 7;i/*jk c WI 7U-;k c 7 

_ I2 77Jl/+;k Cj., 2 tt*»*fc«C W0 «*j|l7J^;k -CN. -or. 
-NRR, *S±tf-NRNCOR)&>SSiR£ft ; 
R 4a «, Aayx M«bI/<liWC H 7MA, C 6 _ 12 7'J- 

Jk c 7 . 12 77;^k c wl «*«*fcttC4_ M **«7;wk -cn> - 

OR, -NRR*«fc^-NRNCORA»eaiR*n:-tLT 
R 6 te, 7KS> Any>*«kO««l'bl<ttillCn7**JW»6»R*n 

f 

sr«, $£&lt, &g&fcL<«@&c l _ g 7;kWk c 6 _ 12 7U-;k 

fiL: (a) R 5 ^CONR,R 8 ^^i^. 
( i ) R 7 <hR 8 lii^^^H*ST*^>WT«^<, 

(ii) R 2a «-N (CH 3 ) 2 . — N (CH 2 CH 3 ) l% -OR. &£ZfimW&m 
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*t)U<tt£tt#«bO»»c M 7;Wr;k -n (ch 3 ) 2 . -n (ch 2 ch 3 

(iii) R^-ClTifeO. 7^oR 6 #-HT&5li-&» R 4a «-CF 3 , -C 
1, -CH 3 &<ttf-C (CH 3 ) s *>6«RSni*. 

(iV) R 2 ^-ClT^»), *OR 4 ,tR 6 tOili**<-H-C**«^ R 8 tt- 
CH (CN) C 6 H 5 Ttt&<, -tl/T 

(V) R 2a J&«-C ))OR 4 ^-ClT*5)|^ R 6 li-Cl^ 

-ch 2 c i a>e>3i#isn-r ; ^bx 

(b) R 5 #-N (R 7 ) C (=0) R 8 T&-2>*§£\ 
(i) R 2a li-CH 3> -OCH 3 *5«J:tf-N (CH 3 ) 2 j&>&2MR34rr. 

go R 8 tt-Hfe<fctf-cH 3 a>sj»Rsn&^. 



3. R^'-CFj, -CI. -F. -CH 3 4s«fctX-Hj&^3SR*nS. 

2 \zim<D\t%m a 

4. R„j&«-CU -OCH 3< -H, — N (CH 3 ) 2 > -CF 3 . -CN, -N 

HNH 2 ^ct^-NHc 6 H 5 ^^s^$n§. m$v%2\zmm.<Dit'&y>}o 

6. R 7 ^-H*5j:rX-CH 3 ^bjl^$n^. fflf*« 2 tffi«©ik^«. 

7. R s tfUT-C$>Z>. »«JS2CE«Oft^«: 





Z 



. -OH. -R. -OR. -COOH, -COOR. -COR. -CONH 2 . 
-NH,. -NHR, — NRR. -SH. -SR. -SOOR. -S0 3 Rt5cfci; 
-SOR)5^I^tl§. 

8. R 4a 7)t-CF 3 T&9. R^-ClTfeS. 2 

9. R 4> >5«-CF,*C*«k »*B2K:E«©fl:^*. 

10. WCft^Kl**, 2-7MO-4-bU7MO^I/-5-N- (3' 

, 5' -K^hU7^*o^;W tfU5y>^M*it5h\ 5- (3' , 5 
• -t*X (HJ^JM-n/^W 7it i /M -2-^h+->-4-h'J7;l/^" 
n*^JH*US5>>: 4-hU7;U*D^^-5-N- (3' . 5' -5>*P 

□ 7x-;» e'j$-7>Mm5H; 2 -5?^^75 ^ - 4 - h U 7 to* 

(3' , 5' -y^DD7xZjP) fcT'J 5 v>^;^+it^ 

H ; 2- HUx5 1 ;i/7>^-^A^n7-f F-4- HJ7;M"n*^- 5 — N 
- (3' , 5' -vi7oo7x-;i/) e'js^AMWH; 2->7y- 

4-h'J7MD/fJl/-5-N- [3' , 5' - (t'7hU7MO/^JW 
7x-;H lfJ5y>*JW!+nH; 2-tH7yy-4-b'J7Mo/f 
;i/-5- [N— (3' . 5' -i/'7DD7x-;W fcTU 5 S>>- 5 -T^Utf+lt 
SH ; 2- [N- (l-75/yh73>75H) ] -4-h'J7Mn^f;i/ 
-5- [N— (3* . 5* -77P07I-JI/) fcf'JS^>-5-*;i/^+1t^ 
H ;*J:0f2-7Sy7xr:jP-4-hU7^*D/^-N- (3' , 5' - 

1 1. R 2a #-c it&s. »#«2caa*o^«j. 

12. »Bfl:£4to&«. 5-N- [3' , 5' -k*7s (h'J7Mo^fj|,) 7i 
n^] -2, 4-^^OD-6-^?;i/-tr , J5v 5 >7j;^*-ti-5 H ; 2-^o 

□ -4-^^;U- 5-N- [3' , 5' - (exMJ^M-n*^!/) 7x-^ 
] eU5S?>*^#**SH ; 2, 4-y?ao-5-N- [3', 5' - 1*7 
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-^DD-4-7i"^-5-N- [3' , 5' - (k'Xh'J7^0/fJl/) 

13. R„#3, 5-21^7x^^0, B^OPtfrWI^iftSlttS 

14. !9EimftS0M^-CF,T**, S*JS1 3£iB«0fl:£«. 

15. irl2B^SO / >^<<i:felO^-CF3T*-5>. H#JS 1 3 (ClBfcCD-fk^- 



16. R 4a #-H. -CH 3 , -CF 3 , -CF 2 CF 3 . -C 6 H 5 £J:tf-CH 2 

17. R h *«-Cl, — F, -CN43ct^-CF 3 ^e>^$tl^. ^*^2{I 

18. R 24 *<-C l*J«ttf-F«»SaiRSn*. »3fcJg2KB2*®fc£*l. 

19. R 6 At-HT**. S!^2JC|2«<7){fc^. 

2 0. WTtD^^W-TS. *®*»Wfc««1iriB3WI[**tf^64h : 



R 7 te. zMf, -CH s . £J;tf-CH 2 C 6 H 5 ^£,giR£n ; 
i 2 77^;k C J . i: tt*»*s«ktfC 4 . w tt*»7;P+^6«lR$n ; 
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R 2b «, /\ny>T&0 ; 

R 4b «, Aoyx -CN*«fciftt«iftt>L<ttiWftc l . 8 7;i/*;k 
c w ,7U-;k c 7 _ l2 7vJMr;k c 3 ., 2 ^smsfc«c 4 . 20 ^^S7;!/+;i/ 

R,«. tKsH, -CH 3 , -CF 3 ££tf-CH 2 CH 3 ^e>^ft$n ; 
■ZLTZ.Z.T' 

&Rfi, 3foxLT. MJftt)L<ttBlftC 1 _ g 7;P*;k C 6 _ 12 7U-Jk C 7 

.,,77^, c 3 _ 12 ^ms/cttc 4 . 16 «^at7Ji/*jw^s#i$n ; 

{HUR 5 #-CONR 7 R 8 T&9. doR^-Clt*^ R 4b £R,tt 

2i. R 4b d<#,H&c,_ 8 7;i/*;kt?;&5, M*JS 2 o \ztffi.<Dit%m. 

2 2. R 2b #-C l^cfctf-FfrbiliRSnS, ffi^2 OtlfSicO^^. 

2 3. R,#-H:fc<£tf-CH 3 frbMiR£n&> f9*^ 2 0 tC|Bift<7Mt;£^. 

2 4. R 7 #-H*5cfctf-CH 3 ^£^iR2n3, ISjfcJS 2 0 KfEi&tfMfc^. 

2 5. R 8 rtOTe&S. S*JS 2 0 KiBftfMb^rtl : 



. -OH, -R, -OR, -COOH, -COOR, -COR. -CONH 2 . 
— NH 2 , — NHR, -NRR, -SH, -SR. -SOOR, -S0 3 R&cfctf 
-SOR^^^tlS. 

2 6. R^-CFjTSO, fLTR 2b ^-ClTS^ Stjjclg 2 0 K^igttf) 
2 7. R 4b At-CFjT*S, ffl&&2 Oizmm.(D{t^o 

2 8. R 2b ^-c i it*«2 oizmmtoit-syio 

2 9. R 8 #3, 5--at^7x-;l,a5^-p*0. 




z 



3 0. mfiaBtfeS^i^^-CFjT*-!.. StjfcJl 2 9 KH2«0fls£Hi. 

3 2. R 4b #-H> -CH 3> -CF 3 . -CF 2 CF 3 , - C 6 H 5 *5ct^- CH 2 
3 3. R,#-HTi&5» fS*J!2 0 £fitt©fls£W. 

3 4. m*m 1~33 fCE«0^^*5<t(^SI^W^S^^^+Y U 7$&tt 
3 5 . IS^cJl 1-33 CB«Oft^* J:tt^«*fcttWttKMi«ri&S:* 
3 6 . Sttfci&SSHt UTOSljfcE 1-33 KEtOft^OttM. 

3 7 . *SE«»*ffl«t"5fcje>©**©Hjt©fc«>«)iii*« i ~ 3 3 

39. mz%&&mii&v. «ttH©uc/v^. » 
4i. MfC*«tt«i*<e5ftiSEifeBtr*<5. m&ms 7 izmww&m. 

4 3. NEft£Ki«(. &rtiXbl/X> MSttffi. S«I 

44. ffl£ft&R&^«t£ig?&*. »**3 7fcEi*0ttffl. 



%qg©ffli 

tt, JftKWfctt. iE^ffiifi^fettggW©ge5Si^(self-perpetuating destructi 

^©^4©gi^{cj:04i;-2). jin&o-r^T©***** +Kh;*K>££ty 
^©^^^^©^{coviTe^i/^i/Tiii&^ns. +Kh;*K>> & 

b^tCffi©#<©fflflai/^zL I/-*-©g£«, g¥H^ (TF) £ LT&fc]©* > 
tf*<fc^-b^>H/->-fe>v ? ^-©*xy-H^^$n, RNA 

ft 

"^"•Sin^S (proinflammatory) 37 >A^M©Ml4Tfe-5. 



4S3c¥ll 



>2(IL-2), M^^EH^-a(TNFa), <>*-cK*>-6 (IL-6)&cfcOH' > 

^-□-r+>-8(iL-8)u^;p*iiii5-r^. nfkb*3J:M(dmm-&# 

©IS), -f >^-o^*>-2(IL-2)*«t^«*J«5EH : f (TNF-a)©Ca?©»»K:W 

#»ffiw*^rr*. set* TNF-a*5<ktfiL-ite. dtie^ite^cD^D^-? 
HS«©¥--©AP-i8te«&*&S£T*. uvi—m* Mv^-y— tr*s<fctc 
xha^u^xoae^^o^JiT^^-^-Tft-s. ^n«>^ nfkb 

»»taijWr-5. SSK, «IBS»iHF3J«*fcJin6<Z)TFt«fc»3l!i!lfpan<5. d 

£<©££#* >/^K©*iB«»&*£fc «fc 9 §lfgC$tl50T, «©te 
*77D~54i, «&i^ttffl*©X7x**-*>/^K©fiH££|B#*-S;i 
<h Cft A * S T T Kft . d n 6 ©Mtt&1* L t> W3ft "C * -5 £ tt8E9J * nt* 6 
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"5«:TFfflettft*w«rrs*±— ifsiasrs^^T**. *36«tt» cine© 

fgigKte. «5TO^(TF), »CNFKB*J:tfAP-loettflS?fcB»f S 

^-rat^AenTVia. Ctltt, H-l. IL-2, lL-8&J;tf/2;£:W:TNFa ( 

w^tt*>/t*K©R0»^*£i;*. tot. *»i!i©fl:^n 

#fg^© 1 c»©mi§imtc*3ViT> KT©HRtt*i6<I) £*i"f 5ft£ti£Pfl 
St" -5 c 
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H 2 «, W©ft3S«fc f 5 v >^W{fc£tf©£-fifc©£lSX A Sr^T 
H3tt. *«W©tt3E«fcfl:£<»©. NF/cB*JJ:^AP-l©ffi^b^M-rstg 

®4tt» *%w©^w^fb^«5©, iL-2*«k^iL-8*ia*-rsiB**«*"r 

±£T^fc«k3{3. *58W©{k^*tt. £¥ST (TF) Offitt^n-^b 

<h#*.e,ns. inn, NFKB^«t^AP-i©«fc5ATF©ettfl:*»iirrs*±- 
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o 

*389!©fc£*»fcL ttT©-«tt«jfi (I) fc*oT, -$fc:^3ns : 



Y, 



Ra 

LTR,, R 2 , R 4 , Rj. *Utfy^T"Cj£*Sft*fc©T?*<5. <toT, At5«C-R 

6 t?*o. aobjwit**«^. mt (i) (id **r*Ky5-^>* 

£{fc£4&T<&9. *UTA#NTfc9*OBa«C-R,T<&S*£. filia ( I ) «&jg 
(III) ft*r*fcT9^>*WflS*4fcT*<6: 



Ra. Rzb 
(H) (m) 

±t2©*#i£ (I) . (ID (ill) H&^T. Rstt«T©ft:W» (i 
) ~ (iv) *6»R3n«. 



If. ^ H, B, 

0) 00 02) C«v) 



R 7 tt. 7K^> -CH 3 . £<fc£^CH 2 C 6 H5^6jg&£ft ; -£LT 
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tyi; ft £fcttB&C,_ 8 7JI/*;k C 6 . l2 7'J-;k C 7 _ 

zzziz^ts. mm (i) (Dit&m$7ah>&$-M; m^ttD^ymm & 
•rs^M^^-rss) ^ltm (i) «<b^o^tt*5gB^(D 

X3;pe>». ^>-tf>XJk*>&, Jim 

*j:ot 3 A^«3Witif6n*. iim&a&kL mm. mt*mm 
. mm. u>st tozzmmmiztiz. *%m<»fflm*)i'$>mik&V3(o 

MJ^A. #U?A. 'J 9^ A, 7> : &-<}A> #;k>?A, ft 

# ks&7 s At&© £ -5 ummmmfr e> nss*^ tr. 
ji^eaasns. ^«8ftam«[7;p*^T*s. monmmmz&^T. c, 

_ 8 7;k*M4, 5/*D:/DfcUk y^oyfJW ^^P^>^;k v^D'N+v 
;k kv^oyofJk ^tf^l^x^o^+^kJ^S^StiS ( 



( 14 ) 



mz^T, C M 7^*;W4, -fyyPtr^K sec-7^;k < yT^k tert- 
. c,. 8 7;^^tt. x^m;k yntfu-;k i-7>x;k i-^>xx;k 43 

Jk+Jl/T&S. 

rc 6 _ l2 7U-;ki «. 6~i2fi©K*g^&WTs»*R»#T*s. 
o&tmmz&^x, c 6 _ 12 7U-;n*, 7i-jk rh^'j-^ 7 

7Ux;k5>6§iR£*i<5 (fcfc'bcn&fclRsesn&H) . «F*L^*1BBWIK 

;k 77-;k ^x-jk -f^yyj;k #w/iuk ^7yj;k tr^yj 
;k tfD'J$?x;k e«J^x;k fcfU**x;k ^i^U-JW^IK^ns 



: 




( 15 ) 



rfij&i c,_ 8 7;i^;k c 6 . 12 7U-;k c H2 77J1/+;k Cj_ I2 «3(ujil * 

fcttC 4 _ 16 «3glS7Jl/*;Hi, Aay> (-F. -CU -Br. &cfctf-i£^tf) . -OH 
, -R. -OR. -COOH, -COOR. -COR. -CONH 2 , -NH 2 . -NHR. -NRR. -SH. -SR. -SOOR 

. -SO3R. &&zt-soRfr<om®.2nz>m8i&T'wm2tLZ iz>&±<D*m&ii? 
•5C,. 8 7;i/+;k c 6 _ l2 7'j-Jk c 7 _ l2 75;Mr;k c 3 . l2 tims. £fcfctc 4 _ l6 

&c,_ 8 7;k*;k c W2 7'j-;k c,. 12 77;^;k c 3 . 12 ^^m. £fctec 4 _ 16 

^liTMM^ulTM^ni., 1 0<^S£SI*£IC:J3^T, S&C,_ 8 7 

-CFj^tf-c^-gtr (^cn^tcpgjtsn^^) c,_ 8 ad7;I/* 

;kc&-5. 

±l2<7)$il (II) KfcUT. R 2a tt. Aoy>, ttteWmCi-sT & 

+;k C 6 . 12 7U-;k C 7 _ 12 75JWk C 3 _ I2 JIS§t t>L< WX 4 _ 16 *t5jlgi7 
m -CN. -OR. -NHR. -NRR. &cfctf-NRNC0R^6 >liR$n. CdTint^R 

«. ±mrfem2nrzmw&$.tz\tmm l - i 7)i'*)V> c 6 . 12 7'j-;k c 7 . 12 7 
c 3 _ 

12 ltsm, *fc«c 4 . 16 ^^7;u+;^e»as:LTS^$tis„ loo^ffii 

^tCfct^T, R 2a te. -CU -F. -CN. £cktf-<F 3 fr<=>MftSn-5o 
±E4>l£>i (III) IC&I^T. R 2b tt, -Ct£fcte-FWcfc5&Aoy>T£><2>. 
±fEO«ii£ (II) £*5(^T. R 4a fi. 7K^. ADy>. *tfit^SfettSmC,_ 8 

7;i/+;k c 6 . 12 7U-;k c 7 _ l2 7^;i/*;k c 3 _ l2 ^^s. t>t<iic 4 . 16 Mm 

S7;i/+>»k -CN. -OR. -NHR. -NRR. &<fctf-NRNCOR^e>gft$tl. Z.Z.Tmtl 

fc&Rtt. ±ET^i^nfc. mw&*tz\*mm x -{7 c 6 _ 12 7U-;k 

C H2 77)^Jk C 3 _ l2 *g?H«t. t)L<«C 4 . 16 ltm«7)l/*;^e.3!E3i:LTii 
ft£ft5. l^tf^ySfg&tCfct^T. R 4a tt, -CH 3 . -CF 3 . -C 2 F 5 . -C 2 H 5 

. -C 6 H 5 , &<fc^CH 2 C 6 H 5 ^6^R£*l-5. 



( 16 ) 



tmvmfe (no k&i^t. R 4b tt. tksji. Apy>, -cn> $>£tfmw&%. 

±ie»^ii (I) (II) U:£^T. R 6 tt. l\ufy. &£Mm 

&££W:fi&C 1 _ 8 7;M^U (£*lte. Z { ^/\u7)V^r)V (-CF 3 £J;tf-C 2 F5<Z>J; 

s&) *^tr (fc/ftc:ne>k:is^$n^^) ) ^esKans. i^mmm 

mz&^x. R 6 te. 7K^. -ck -F» -CH 3 , *5cfcUJ-CF 3 ^eS^$n-5. 
±f2<Z>#fig (I) *3=ktf (HI) fcfc^T, R,tt. 7jcS, -CH 3 . -CF 3 £=ktf-C 2 H 

fc£*ttOT<0*i6 (IV) £*nr* : 




Ra. 
(IV) 



ddlrR 2a . R 4a . R 6 , R 7 , *3j;^R 8 tt±I2T^i£$nfefe0Tfe?>o JffSLl,^ 
«ffi»fc*^T, mm (IV) ©ft^ttfc^tttt. «T©£lK:*L£R 2a , R 4a , 



( 17 ) 



#IS¥1! 



mm (IV) <Dft:&& 





R*. 


a* 


R 7 Rt 


-a 


-CF, 


-H 


-H 


-oat 


-CI 


-CF, 


-CH, /^XX 


•H 


-F 


-CH, 






-CHj 


-a 




-CFj 


•H 






-CN 


-CjF, 






-NHNHj 








-NHPh 









CCTX, Y£J:tfZtt, ^LTzksSi, -OH, -R, -OR 

, -C00H, -C00R, -COR, -C0NH 2 , -NH 2 , -NHR, -NRR, -SH, -SR, -S00R, -S0 3 R, 

. ®-T'&Z>fr£fz\tmtZ<0, ^LT-H, -CI, -F, -CF 3 , -OH, -CH 3 . &£Zfi-0 
CH 3 ^6MbTS^$tlS. S6lCfiF*LV^lfiffi«C*>^T. R 8 «, 3,5-fc* 

7, ( h u 7^* □ > 7 x - ;i/gp^*fctt3- h u 7 ;u;fr □ * fjH-Ao-71 
±IBT^^fcJ:?l:, *58W© 1 r>©£ttffi«fc:*$ir>T, it^mmm (II) 

^Wr^.. CO^Jg^W 1 -D(Dmmi:it. R 4a «-CF 3 T&D. ^OR 2a «-ClT 
: 2-70D-4-HU 7^D^^;U-5-N-(3' . 5' -fx h U 7MD^f^7i- 
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;WeU5S>>#;M?*-*5 K ; 2-7PP-4-MJ7JM"P;<3 1 ;l'-5-N-(3\5'-7 
7PP7x-;W£U S^VrtJl/tf+l^ H ; 2-7 p p-4- MJ 7 JM"P* 5^-5 
-N-(4*-hU7;^a^^l/7x^Wt;U 5^>*^#*U-5 H ; 2-7PP-4- 
h U 7^tD/f ;H-H-(7i-JW tU Sy>*;^t3 K ; 2-^on-4-h 
U7;p*D^^;U-5-K-(5'^D'\*^;Wh!U5S?>*;^*1J-5 H ; 2-7 □□- 
4- h U 7)V*U* ^!^-5-N-(3' . 4' , 5' - h U 7 P P 7 x_;W tT «J 5 v >#;U#* 

5 K ; 2-^DP-4-hU7Mo^f ^-5-N-(4'-(2 , ,r,3'-^> v /5 1 7> ? 77*- 
;WeUS'7>#;M^+r5 K ; 2-^DD-4-h 'J 7Ma^f;H-N-(3', 5' -y 
7PP-6 , -tHP+->7x-;weus^>7J>'l/^*-ti-5 H ; 2-7PP-4- HJ 7 
^p^^;i^5-N-(5'-(3 , -^^;^y+^^/-;Wt°usv>*;i/^it5 H : 

2-7PP-4-h >J 7MP^f;h5-N-(3'-N-7y;H'-7;Wn7^U » tf'J 
5y>*;^f5 H ; 2-^DP-4-h U 7MD/f ;H-N-(3- h U 7Mn 
^^-5 , -Xh+v7j;i/tol/7xii;!/)t!U$^>*>'l/#+1tS K ; 2-7PP- 

4- h y 7;i/^p ;* ^-s-N-tt' - h u 7^* p *^;i/-5-(7j;i^*if-$ K)7x— 

;Wfc!'JS>7>7j;^+-y-5 K ; 2-7oa-4-h'J7MP/^H-N-(3',5 , -y 
7PP7xx;W-N-(*^;WtrU5^>#;i/**1^ K ; *5ct02-7PP-4-h 

U 7 P * (3 ' , 5' - v 7 P P 7 x - J W -N- > 5W) b!U5y>*^ 

$n&<^) : 2-7;U^P-4-h'J 7,>^:tP73M^-5-N-(3 , ,5' -t*7 h U 7;M"P 
/^;|/)tf'J5v>^;i/#+-9-5 K ; 5-(3',5'-t , 7(h'j7MD/f;W7it 
iWW-2-* h+'>-4-N'J7;^P^5 1 ;pe'JSv> ; 4-hU7Mn/?;H- 
N-(3 , .5'-v f 7PP7xx;i/)eU5'7>7j;^*-tt5 K ; 2-^^^75 7-4- 
h U 7;M" P 7 (3',5'-y?OD7i - ;w f U S v >7J ;i/^*it 5 H 

; 2- h U >^7A7P7-f K-4- hU7MP^ ^;i/-5-N- (3' . 5' -7 
7PP7x-^)eUS^>^;i/^+itS K ; 2-i /7y-4-h'J7MP/f;H 



( 19 ) 



th*7^/ -4- hU7MD^ ^;i/-5- Di-(3',5'-^J'007i-;Wt:U3^>- 
5-*;M?*1f-3 H ; 2-[H-(l-75./^hyn>75. F)]-4- h U 7fr*u*?)V- 
5-[N-(3',5 , -^^DD7x^;P)tf'J5^>-5-^;l/^*-y-5 K ; *5cfctf2-75/ 
7 x n;M- h 'J 7;M"D/ ^^-N- (3' , 5' - v> 7 o □ 7 x ~ ; W tf ' J 5 5? >-5-# 

©g&#T&s. znxofcit&mzmxTtfmfznz (fcfc*u cms kisses 

n&V>) : 5-N-(3 , ,5 , -t*7(h'J7;^0^^;W7x-;W-2,4-v^nD-6-^ 
^KU5 5?>*;P#*-y-5 K ; 2-£no-4-;*3 1 JI/-5-N-(3\5 , -fc*7HJ7;i' 
*n^^;W7x=;WtTU5^>*>#**S f* ; 2,4-^7o D-5-N-(3\ 5' -M 

□-4-7x-;i/-5-N-(3' ,5'-t*7 h U 7 )\>*U 7x~JU) hTU S -7>#;i/ 

«OSttttMI»C*^T» *f6W©ib^«tt±SEOfl|j6 (III) £WTS. C© 
*W»tt©l^©^iBH*J^T, R,W\ tMH. -CH 3 , £J:tf-CF 3 ^e>jIftSttS 

>»£Wfl:£tt*£tf (££L ens kisses n&i^) . «fi§ (in) ©10© 

!6tB«K*5tr>T, R 2b «-C1TS0. J&OR 4b tt-CF 3 T<&9, 7&OR s tt±i2©«tig 
(i) ©g&#T&3. 

±3E©J£ig (I) ©ttHl*l©^ft©fl:£Wi» ^Kf^StTOfcO, ^LT 
^*T?*oTWffltt*««>6n5fc©t4. «ii (I) ©8rSfcfc£*to>6ftfc|ife 

fl-stts. u^L^e. n©<fc-5&fl;^«rt<*f6W©^rfflttt^t>Tii^sn 

e©gW©£#K. *58Wtt*r«*ft:^fttt. ±f2©8ii£ (IV) OT©4f 
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t. jamsfctt^-tt. #8Rj£<z>IS?ac 1 _ 3 7Ji'*;i/ (Tfc;bi3-CH 3 . -ch 2 ch 3 , -(c 

H 2 ) 2 CH 3 . i5j:t;-CH(CHj) 2 ) , -N(CH 3 ) 2 , -N(CH 2 CH 3 ) 2 . &<fctf-0RT;& 9 , 

■vm±$z-?fem2titzb<D-?&2>) m&\z* mm uv) <D%\mtn 

<t&mmT<D&fr*&mtTZ : (a) R 2a £<-C1T&9, *OR 6 ^-HTS^Ji 

R 4a tt-CF 3 . -CK -CH 3 v ££te-C(CH 3 ) 3 <ZH>r*refc&^ ; (b) R 2a #-Cl 
T&9> ^R 4a *J:^R 6 ^{C-HT*^«-&, R 8 tt-CH(CN)C 6 H 5 Tt)-(CH 2 ) 5 CH 3 
Tfc^^;^L/T (c) R 2a #-C1T&0. ^R^-CIT^S^. R 6 te-C1T 
fc-CH 2 ClT&ft<A. 

*^WOif^{b^tl«*fc, R 5 #a&# (iii) T^oT. ^LT (a) R 2a # 
-CH 3 . -0CH 3 . £fcte-N(CH 3 ) 2 T&&a\ i&SWi (b) R 8 rtHL £fcte-CH 3 T 
$>Z>(Dm%(D®m (ID <Z><t£^£^i;&^o 

ssk, r 5 #$# (i) -c&zmsomm a id ©*r«&fl:£*tt» ot<z>& 

#£&g<hT£ : R 2b #-C1T&£«£. R 4a &£tfR,rtWC*irc&S0-m& 
(II) ) itSMtVy-sySG mm (III) ) fl;^«tfc£tTfc^-r«t 

mzMm. (75~noic) \zm®lt, mm{*2%&z. z.<D*m#*i- 

h U ry ax v- K©J: h U ")A7f3+y FT7> 3-;W§&*35~10 

*->^d^U H©J:"5«:ifi3(lftStlSlTM (75~12(TC) T®Il/T, 
eUSy>iXf;N^4i;^ 2- 1 H D+y (i U 5 y >X7f ^ 3 tttft, * 
■Mfc'J^tfA. HJ A, *fcttftft;&ytfA©J:3fce*J&*fcJ&T 

ffiSLT. #£-r£S?3 A£f#. ^Tun^X*7^t+yy Dy'J Fife 
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BE4b*5fcfc<fc-r*. «3£6©fl:£*tt. 3R#»T&»©*i*«lfcft*«ffl 
LT» ^8*/ U £ ASfcttS**^? 5 y tf U vXDMAP) ©<fc dftg£©#&T 
T, ^^l/>^D^-f h'*fc«EtOAc©cfc^^#^D H>'t4« , t 5 T, 25—40*0 

o 

of^e-n^s, rtii5©43cfc^/'*fctt^Bfc-&^$n^r^>. 7xu >, 

tfWgTSffc^fcJ:, ^Stt©Amberlyst2Ht|g©??aTTEfOAc4 J T®^ktl5 

+fc»6nx, itsssns. c©^is«96^x;p (imL©a?^x;i/) yu-h 

fcO^T*£liS*rCtt££^U -tLTGC/MS*S«fcOTLC^*ftt0fa©^l®l*l3&* 
^fiKSnfcdt (RS*** hMMff. . *LT8OXEILt©*fi0n?aS 

«tii (III) H2©EJfcX*-ATW*sn*J;3 
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) m (Hci<Dj;^7i) oft&T. mm. (25~6or) ~c> mm<m-zs7s-\,2- 

^Ttf7V>«> i^® (70-1 10*0 T7K+©*®tffc^MJ^A© e k'5&3&£ 

eOH©<fc3&:/ni h>tt(an a protic)M«fT. Mft*U9A0J:3tt&t>#>tt 
-U >*«ktfH*rsfl:^**. «£ttABberlyst2ltflB©#«TTEtOAc+T» 

ttwam+titenT, jgitsns. c©¥Jgtt96?x;w <iil©«h*x;w 
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*s*T«(j6«j©*f Kaffirs. #*L<tt» 8 

^-SKldfe^LT, -@©»£*fc 00. 01-250 ng©«HO*T» ^UTJ:0» 

sL<ai~6o mgosT^o. an*** ms£i# 

lCjta*.T> ^&3J> ^HRJW*J:^iBStt»l (surface active agent) , 

5. ^^#tt^ef3. #«E©ffc^*££©fcWfc3MfefcJ;oT, ^-bXRemi 
ngton's Pharmaceutical Sciences, GennaroU, Mack Publishing Co., Easton 

, pa, 1990 (^wt+Tt^tiTSffl^ns) »cw^$n*j:5ft«s*n 

&*i$t!o *W«l*T«fflSn*«t5l^ £#ift-5-tt»P*J«fctf#«P (pare 

ntao ©a«ffi*#tr. «pa4K:a«*ii*«ft««tt. »*. am 
*«©fl:frtwcioAT. mum, &m<m> Bmn^xmnz.<D^ummx 



( 24 ) 



jMue. ards, ifA/S, h707, *u&& mate***** 

^tOfFP^Wifcli-f >\£#<D7vWVVtmt<tmz. £©BttT 
. d©«fc 5 ffc£^©> NFKB*5=fct>*AP-loe^b$r^-rS^S: 

^•T5^<»-fe;i'^-X (cell-base) 7yt< TST M£ft#& (MMM 

**tftjgsn»* 5 7 *#«©::£) . fit, :©ft§ttt, iftfi* 

3fE. ■fe*>H7'T> (second-line) ©Hi: lTlM®T'ti$n, ^Vxm 

5 Bit. ^ZnX#V>A*W&<D3>ha-)l'£LTtiimVT'£?rVtz. ifi¥ 
<DZ.<D£otZ%&fflMM<DUil3.-U. -&niCO^T|iSi§©7' y-fe-f R- 
P. Carlson in Exp. Opin. Invest. Drugs 4(9) :853-859, 1995CI2$i$tn» 



( 25 ) 



w*o>&m&mmr* t* torn 1-54 \t*%WQ>ftm}ts.fc&m&£x$ 

tcfc¥mm\Z£.Z>£fiL*m7fi-t% ; 3l«60J 5 6- 5 7 tt*«9i<0ftS65fcfta 
*0NF/cB, AP-l^tf-iK >*HiF-r*iB**IJB*-rs ; ^LTHli^J 

2-^PD-4- HJ^M-D^^-S-N- [3* , 5* -t'X (MJ7)P 

3, 5 - fc'X HJ 7;M-n / 3^7- U> (0.20 g. 0.92 mmol) . Amberlyst 
A-2W (0.02 g) 0 EtOAc (5 ml) 4«OjB^*K:. 2-^PP- 

4- h'J^Wn.^l'f U5i?>- 5 -*Wzj^D7-f H (0.27 g, 1.13 
mmol) ©EtOAc (5 ml) ®m$:1X\Z-tz. ig£&£0. 5P*|H1tt#U (20 m 

1) TRJS*f?JtUfc. *r«SII£#«U MgS0 4 ±T&$U jgiiU ^ITW 

UTSHWfc^m (0.21 g, ir^53%) &'&tc. m&m-mx:, 

2 - :57 D n - 4 - h U *3MU- 5 - 

N- (4' -hU7MD^fJl/7x^) fc!U3 5»*;MfcHJ-3 P 
3 , 5 - t'X h 'J 7 ^ D * 3^1/7 - U >£>ft:b n (D 4 - h 'J 7 ;M~ □ ^ 3^1/ 
7— x )> (0.1 g, 0.41 mmol) H (0.10 g, 0.41 mmol) £ 

£. 116172-17313. 

2 -9UU-4- hVJfrj-n*?-)],- 
5-N- (7i-^) t:U$y>Mm$h' 
7~'J> (0.04 g, 0.39 mmol) ^-f K (0.22 g, 0.90 mmol) 



( 26 ) 



mm 

2-//OD-4-MJ 7)Vjtu*3-)V- 
5-N- (^P^+v)!/) t'J5y>M^t5H 
^□A+y;P75> (0.02 g. 0.18 mmol) P 7^ K (0.05 g, 

0.22 mmol) SffiUfciWtt. H»« 1 K:C*©«fc , 5fc3BII^»*W»l/ 
. C*33X&Hfc. Mjftl50-15nC. 

£86015 

5-N- tTU5y>*^#**5 H 

^>> J ;i'75> (0.09 g. 0.92 mmol) *5«fctf&^D7-f K (0.25 g, 1.0 m 

moo zmMzztimit* mmMiizmft<o£5izi&m<t&®*m$i[s. 

&%*nft. §6,6152-153^. 

m m 

2 - ^7DP-4-^U7Mo^f;^- 

5-N-(3' , 4' , 5' - MJ^PD7x^;WeU$v>#Jl'#+-y-5 H 
3, 4, 5- HJ^PP7~D >(0. 15 g, 0.61 mmol)*5ct^^P7< H 

(0.15 g. 0.61 mmol) *JflMt££«*tt* USS^J 1 KfBifcOcfc 5tc««ft:^ 

tifciasu «*55%*fifc. at^2oo-2oi , c. 

2-^DD-4-h'J7Mn/f;i'- 
5-N- (4- (2' , I" , 3' - K >*S3-7 ) tf 1 J 5 V 5 H 

4-7S/-2, 1, 3-<*>v^7S*7V-JK0.01 g, 0.07 mmo !)&<£# 
Si?D7-f F (0.025 g. 0.10 mmol) ZmWzZ LVAMt. 1 \zUWLV> 

cl:5l:SM&«^ISL. 4m0%£*#£. 84,61 79-1 80*:. 

liases 

2-^Da-4-hU7MD/f^-5-N- (3' , 5* -y?PO- 
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6' -tHo+->7i^;w tfU5> J >^;i/#+-y-5 k 

3, 5-^DD-6-kFD+y7^U> (0.02 g. 0.11 mmol) 

(0.04 g. 0. 16 mmol) SrfflH. -^LT^ DV h^7.f- (Si0 2 . 
1 : 1 ^+iJ->/EtOAc) K:«k0liS»Lfci:tUWttlllfi«lK:aH«©«fc5fc:S 
SMfc£«£SMSU fc£«a£iR3gl0%T®fc. MjS211-2131C. 

5-N-[5'-(3' -t^fr-lVttW-M] fcTU 5 5?>*;W?**5 H 
5-75/-3-^fMVW7-iW (0.02 g, 0. 17 mmol) 
^P^-f K (0.03 g. 0.10 mmol) Sffl^fcCl ^SStfJ 1 5 
KMfc^JfcSIMBU JR*75XS»fc. H&170-171t:. 

iiiio 

2-^DO-4-hU7MD^f;l/-5-N- (3* -N-7yJl/~4' -7 

2-7fr*a - 5--hn7->)> (1.97 g, 12.60 mmol) *5cfctMc 2 0/eD 
x>®1 : IMG® (20 ml) ©»tt'*l8P#Mft#Ufc. HfcnfcaaRSfcaL 
, Me0HTft#U N-7y;P- 2 - 7Mo - 5 -Z hDJ^'J >^ifc. 

N-7y^-2-7MD - 5 -~ bD7^U > (0.99 g, 5.00 mmol) £Et0 
H (25 ml) ^-bX10%cOPd/C (0.12 g) £Jn*> ^^H 2 T1CT5^ 

. 115*1^)^^07^^77^- (Si0 2 , 1 : 3^\+-y->/EtOAc) U It 
fi^-f^tLT3-N-7yJl/-4-7MD-7zU>J1lfc„ ^(C, d©7 

. Mj&126-12rC. 

mmm 1 1 

2-^DO-4- h'j7;U^"0^5 1 Jl'-5-N- (3' -h'j7Mo^f^- 
5' -*MW$H7i-;W tf'J5y>*^jH*-»J-5 K 
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3-~ Vu-b-YVyfrXu^llfrmm. (1.00 g. 4.25 mmol) £>CH 2 C1 
2 (50 ml) mmz, (l. 45 g> 13.8 mmol) £SDx., S^TDMF ( 

3$) Zmtitz. T<£fg£#X£J#ffiU £&%£18I$|BH£#L£. ®m*U 
JETKTIS^U ^enfe^-f ;U£THF (80 ml) £$&U O'CtC^L^. # 
31L7c:$${C\ THF (15 ml) +0NH 4 OH (22 ml) £$TU g£^££fflT18B# 

@ft£EtOH (25 ml) £$fi?U 10%Pd/C (0.12 g) ZtaH. *LT^ 

T^£l£irf£3;TXA*tfl/-hU ^fe^-<;i/<hLT3-*^^5 H — 
5 -MJ^l^O^^TXiJ &tC> ^^b^$r2 -i7DP-4 

- h U 7;P*o*^;Hf U $y>- 5 n5>f HtHM^I 1 C§2*& 

0<t31C^$-&. S^b^^iK^55%T#^. ^218-219^. 

2-^OD-4-h'j7Ma^?JP-5-N- (3* - HJ?;!/^*^- 
5' -Ih+y*Jtol/7i^) fcf»J5v J >*^#+-9-S H 
3-^hD-5-h'j7;^D^5 1 ;i'^JS«S^ (0.36 g, 1.53 mmol) OCH 2 Cl 
2 (20 ml) mmz, mt-t^-WiV (0.58 g. 4.60 mmol) €rJQA> S^TDMF ( 
3$) £Jta;Ui. T £#H3U R^^18W^L/c. 

JBETtrtBfcSU nzntzX-i frttm (80 ml) \Z®ML. O^ZfttVLfz. # 
^Ibfc^lC. THF (15 ml) *£>Et0H (5 ml) Sin*, ^#I?:^T18B#F^ 

£. @#£EI0H (25 ml) \Z®mV. 10%Pd/C (0.12 g) £iD*.v *LTm®W. 

iSt^W5*TXA#L/- h U Hfe^-r^i: tT3 -X h^ri^tl)^~)l- 
5-h'J7Mo^fJI/7-U>?:f#fc. ^fflfc^^2-^DD-4- 

^S^t)*JR^l2%Tf#fc. gS^67-71lCo 
gdSffU 3 



{ 29 ) 



2-^Dn-4-hU7Mo/^-5-N- 

(3',5'-^pp7i-;w -5-N- tfusv^^tf+u-s H 

2-i700-4-h'j7;l'^D^5 1 ;i'-5-N- (3. 5 7x^;i/ 
) fcfU $y>*;p3H=M*-5 H (0.086 g, 0.23 mmol) ODMF (20 ml) i&i&lc:. Na 
H (0.02 g. 0.53 mmol) tin*.*:. R£*££fiT0. UHlMUtU #KMel (0. 
100 ml, 1.61 mmol) £iDX> S b£ 2 RfMW#Sr«ttfc. »**2N HC1T® 
ttfbU ^LTEtOAc (3{g) TiSffibfe. fi£WIM£lfeS0 4 ±Tr*S*U 

- (Si0 2 , 7 : 1 ^\+-y->/Et0Ac) U . afcH#£ l/r*IBfls£fc* (**6 
%) §4^124-125^0 

2-^PO-4- H«j7JI/*D^^-5-N- 
(3', 5' -^DD7i-JW-5-N- ("C>S>;W l;U5y>*M*^F 
MeOH (35 ml) 4 1 0^>X7;l'X fc H (1.04 g. 9.40 mmol) . 3, 

□ 7-<J> (1.71 g> 10.60 mmol) , fcitfHOAc (0.20 ml) ©jg£*£0'Cfc 

*1~, NaBH 3 CNi§& (28.0 mK 28.0 mmoL 1.0 MCDTM&) £->U 
>v^>y(3j;00.25Pfr B 1lC^oT^TUfco O < CT0.3P#K 
, &fcMT18P3MJt#Lfc. M©NaBH,CN*HClT$'X>^U -€-LT$&£ 
MffiTKTl&i&L*:. »Snfc*-r^ttEtOAc/H 2 OC**L, NaOHTttStetL 
, EtOAcTttfflLfc. £fctf7cW$)l£:/7^>Tft#U MgS0 4 U it 

1U *UT^TfcT»»£lfc£bfc. ie»nfc^M?^h^7^- 

(Si0 2 , 15: 1 'vMJ^/EtOAc) T*lf§?U afei#:tbTN-^>y^-3 
, 5-v?DP7n'J ^fr. ^fb^2-7DD-4-h'J7^ 

□ Vhy77-f- (Si0 2 . 9 : 1 ^\+1f>/Et0Ac) T»«U Sfi^^il 
XMtt&Vi 0K*1S*) *®tz. gtS 102- 10410. 

^mm 1 5 

5-N- [3' . 5' -ex (MJ7;k3j-n*3 1 JW 7i-M - 
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5-#;i^h*^-6 -*^£55";H£, XHR (Lamom J. Het. Chem., 26 

1, 1969) {^ie*c<Dcl;-5lCiaS?b^„ 1Ul£180-182 < C. #<r>T-X^XX7^£ 2 

£5£iO**HlPU 2. 4-ykHo^>-6-^t!U5y>-5-M^ 
>^^JR$95%Tf#fc. jHL6>23<rC. 
2 , 4 - v t F □ * > - 6 - ;* U 5 v > - 5 - ft )V# >&£P0C 1 3 

;Hf'J$^>-5-^;U#x;i/i7D7< Ffcfcfc ($5,&70-80t:> 1.5 mm/Hg) . 

2, 4-^Dp-6-^t!U5^-5-M5|?-;^D7'fH (0. 15 g 
, 0.67 rami) tt, @^{33, 5-fcfX (hU7Mo/f^) 7-U> (0.15 
g, 0.67 nnol) £*»m KB*©#ttfclRl«©#ttTfij£3-&. &&it&® ( 
0.06 g. ffi^2, 4-vt HP + ->-6-/^^tf'J$v>-5-*;i/^>^{3 
£^TJR*24«) Mj^174-176'C. 

Aff ile 

2, 4-vd7notfu^v>-5-^;^-;i/^P7-i' H 

^jgfli'&^fc. XlK (SmithfeitfChristensen. J. Org. Chem. . 20:829. 195 
5) TC**nfcJ:3fc, 2, 4 -^fcKD*vt:U5v>- 5 

sa56bxaHUfc. ±Efl:^«ftt, ^©LTiR^46%T#/c. ^go-ioor ( 

1.5 mm/Hg) . >H NMR (CDC1 3 ) 6 9.29. 

mm 1 7 

X3\H^W F*^U>71r h7-fex-h 
X3^»^7-fe^:F-te7 : — h (200 g. 1.54 mol) . ELM (105 g, 1.54 mole) *3 
J:tft*h=P*h'JX^ (228 g> 1.54 mol) ©ig^jft*, 1401C. N 2 TtCT22 
B&IHMini&Lfc. SUSfi^ftS^L, *»LT*IHffc£tt*«l*51X (156 g) 
TWc. H£l73-174 t C. 

mmmi 8 

x^^u-r F*^u>^>Vf ^z-tT— f 
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JL^)^>V^)V7-tT-h (30 g. 156 mmol) *m^fcZ.t£M\Z. 
1 7fcE*0<fc3fcMfl:£<»*H«U >K^21% (12 g) %ntz. B16124-12 
6"C„ 

mm 1 9 

IfJWHb7fl/>7th7tf-h (50 g. 250 mmol) NaOEt (22.1 g 
. 325 mmol) (DEtOH (500 ml) Jfttt&£&. N,TKT 3 BIBHH* Lfc. 

B#£*iau (sau ^-hu^AtfLtbTaaubfrtfcSttWsx (45 g) t# 

fc. «^>220'C o 

«8W2 0 

X^l/2-t Ka+y-4-7i-;HfU$y>-5-*M*^P-h 
X3Ml^ W F^U^W-OUT-fe-r— h (12 g, 45 mmol) Srffl^fc^ 
Mm 9fcffitt©J:3fcMfc^*MMU «15% (6 g) * 
@t^>260t: . 

*i«2 1 

x^^2-^Do-4-^^;nf y ss»- 5 -*;u#+->i^— h 

X^;U2-t HP*->-4-/5 L ;HfU5v>-5-*;i/J^*'>l/-h (5 g 
, 27.5 mmol) £cttfP0Cl 3 (84 g» 550 mmol) ©«e 2 TCTmr B 1J)DiIS 

vit. mmftftv, mmvit. sai*cHci 3 tH 2 ot®ra{c^i2L, w$Ji£ 

tttt (Na 2 S0 4 ) U *&U ««LTMfl:^**«l*27% (1.5 g) Tfcfc. ' 
H NMR (CDClj) 69.04 (s, 1H) . 4.42 (q» 2H) , 2.85 (s, 3H) » 1.43 (L 3H 
) . 

■$mm 2 2 

x^ L ;u2-^DD-4-7xx;i/tru5v>-5-^;i'#*'>w-h 

2-tHP^>-4-7iZJHf'J$y>-5-M#+^^H (6 g* 25 
mmol) fcffiUfcHifiWtt, ^Jg0tl2 1 {cl2®®cfcoH^^ko^*iSStfc 
(5.5 g. 1R^18%) . ^45-47'C„ 

gjjj 3 
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2-^op-4-/^;utfU5> ? >- 5-#;i/#>& 

X^l/-2-^PP-4-^^;HfU5^>-5-*;i/^+->^-h (1.0 g 
, 5 mmol) *5<fctfNa0H (0.24 g, 6 mmol) <DH 2 0 (30 ml) mffi.*^M.T' 3P#fW 
ft#Lfc. »«*6NHCn3»ttfbU. »SnfcH#*at»U &&VT&mit 
(0.67 g, 1R^78%) *ntz. W NMR (DMS0-d 6 ) 6 9.01 (s, 1H) , 2.75 ( 
s, 3H) . 

mmw 2 4 

2-i?nD-4-7i^;HfU5y>-5-Mf^->l/-h (4.5 g. 17 mm 

oi) zmwcztwut* mmM2 3izmm<D&?iz&mi\:&®zi®mv. tm 

SIX (3.9 g) tmtz. »^105-110'C. 

HiSgiJ 2 5 

2_/ 70 o-4-^^;UtrUS> J >-5-*;^>^ (0.81 g, 4.70 mmol) 
. IftftsJ-WJ-ll' (0.89 g, 7.05 mmol) £ctm)MF (2fiS) <DCH 2 Cl 2 (23 ml) 

mtazmi* ^zxmmimvrc. mmzmmis. miTsmdfi (o. 

55 g. i|K^61%) £#fc. $£90-1 00"C, 1.3 mm/Hg. iH NMR (CDC1 3 ) fid 9.02 
(s. 1 

H) . 2.74 (s. 3H) . 

2-^PD-4-7xn;ue«J 5-*;^Mn^ H 

2-^PP-4-7xx;i/tr'J5> f >-5-*;^>^ (3.8 g. 14 mmol) £ 

ffi^fcdtJ^m. »m5fcffitt©«fc"5fc^Bfl:£ ! to*aM*u <K^53%£ 

2-^oneU5v>-5-^;i/^-Jl/^P7< K 
SIM (Arukwe, J.Undhejm.K.Acta Chemica Scand. . B40:764> 1986 
£#88) HEit*nTV»*«fc5fc«l«Lfc. 
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4, 4, 4-h'J7;WD7th7tf-h (46 g. 0.25 mol) *^h«h 
UX^ (74 g. 0.50 mol) *5j;tfAc 2 0 (77 g. 0.75 mol) (D®ffi. £1 20-1 40t: 
T7ISISHnfcUfc. jg-&i££ig*gU HaUTSSfl;^«*«Rsp98% (58.6 g) 
Hfflz. i*j&80-90T;. 1.5 mm/Hg. 

iiiij 

2, 4-fX (h'J7MD/f;W tiJSy>-5-M^-M07^fH 
IfJHh+Wl/>-4, 4. 4-h'J7;^P7-feH7-b^-h (15 g 
. 62.5 mmol) £J;tfh U 7;M"D7-fe h75 v> (12.6 g, 112.5 mmol) ©EtO 
H (50 ml) »tt*N,TCT24WPMlP«a!t«^fc. »fi«^«I*JMIL. Sffibfc 

^PVh^?* — (S10 r 20% Et0Ac/'\+1i-» f'J; 9. t'fil'tbTXf 

7.0 g. iR^39%) £f#7c. >H NMR (CDCl 3 ) 6 9.37 (s. 1H) . 3.70 (q, 2H) . 
1.27 (t. 3H) . 

Et0H(20 ml):fcJ;tfH 2 0 (50 ml) ^0X^;i/- 2, 4-t*X (MJ7;M-n* 
=f-)V> \LV%V>- 5-#;M**'>U-l> (5.0 g. 17 mmol) iSitfNaOH (0.72 
g» 18 mmol) ££fiTl«rlW«#Lfc. m&*Wt&<t (HCl) U fcetlfcH* 

satau nmvT2, 4-fx <hj7;m-p*3MW -tf u ^ v>- 5 

^#>K (1.5 g. IR^25%) %ntz. B1659 < C. >H NMR (DMS0-d 6 ) 6 9.62 (s 
, 1H) . 

maOB6^P7'f K*. ««2 5fcE*0*fti:H«©^teT. 2, 4-f 
X (HJ7Jk*P;*?MW -eU5$>>-5-#;P#>tt*>SflX*44%T#fc. 
MlOST: (1.5 mm/Hg) . >H NMR (CDC1 3 ) 69.12 (s, 1H) . 

nmw3 o 

2 - 7 o o - 4 - h 'J 7)ls*a t' »J 5 -7>- 5 -tsiV^ym. 
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(2.1 g. 8.6 mmol) <Z)H 2 0 (10 ml) OX:. N 2 TKT0. 5f§P B Ut#L£ 

. »s*ifcia#**Bu nm^xmmit^ (1.91 g, &mn%) zmz. m 

£232-234t: (#M) . 

mmm 3 1 

2-S/7/-4 - h^y)V^u^)VM^^y-z-ti)V^~)V^uy^ f 

2-^DP-4- h'J7^P/^;i/tr'J5v>-5-*;i/^>^ (2.80g. 1 
2.4mmol) <£>THF (50ml) Mil, O'CHTMejN^in^fc (5^A*^U >^*Wc 
) . 5^*Ot:{CT0.25Nf|BJi«I^L, ft6nfc@#£j«ifiLT 2 - h U 

ry^-VkZu?^ H-4-h'j7^o^f;i/eu5^>- 5 -#;u*>& 

(3.40g. 1R^97%) gi^il20~121 < C (frM) . 

DMF (36.5ml) *5cfctfH 2 0 (18.3ml) 4 1 © 2 - h 'J *?-)VT y^-^ 2*2 O y-<( 
H-4-h'j7;i/^-P^5 L ^tf'J5> J >-5-*;l/#>^ (3.62g. 12.7mmol) 
fcJitfKCN (0.99g, 15. 2nuD0l) <DiSi«£, ^M, N 2 TKT0. 25P#P B M#Lfco M 
J&g^^SfcU EtOAc (400ml) lCj§fl?L£. Et0AcJl£H 2 0 ( 4 x 100ml) , 
Jy'O (100ml) T&frU -?-UT&8lbfc (Na 2 S0 4 ) . EtOAc/lfciii&U m 
mbT2 -i/TJ-4-h*)7)V* U*3- ;i/ tf U 5 > - 5 -tUl#>m (2. 03 
g, IR^74%) !!l!&148~149 < C (ftffi) . 

2-y7y-4-h'j7Ma^^tfU5y>-5-*^>l! (2.0g, 9. 
2miol) , mt**-* l ))l> (1.4g, llmmol) &J:tfDMF (4 $5) <DCH 2 CI 2 (46ml) 
flSFttfc, N 2 TfcT0.75«flWaWilxfc. &«ft&«ffiU ^SLT (#£10 

CC, 1.5mm/Hg) ^MitS®) (1.8g, «R^82%) 1H NMR(CDC1 3 ) 6 9.49 ( 

s, 1H) . 

3zmW3 2 

2-7i^l/t! , J$y>-5-*^WD7'f K 
X^3-N, N-x/^;l/75/-2-*;P5^7^U 1/- h (4.0g, 23mm 
ol) (Arnold. Coll. Czech. Chem. Commun. 26:3051, 1961) , / ^>X7S> ? > 
(4.0g, 26mmol) MJ A (0. 65g, 28mmol) £>Et0H (40ml) $ 

lmmmmmmLfz, mmzmmL. mmL, m&zEmctmci (10% 
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) £(DmzftmLtz. G®mz&m (Na 2 so 4 ) u 1^111^2-71^ 

tf'J5^>-5-M^yI/-h (4.0g, iR$75%) zmtzo m&>22ox: ( 
WfgLTiR^80% (0.35g) Tf@S!L/i. SS^>220 , C (#8?) „ 

mmm3 3 

i?X^J|/Xh+v^5 1 I/>-7D^-h (35. Og, 162oimol) , h 'J y)l*UT±. 
H75y> (18g, 162mmol) iicfcitfNaOEt (II. Og, 162mmol) (DEI OH (200ml) i§ 

6B#r B 1Dn^MSSLfe. £&ig£f3£ii«&U H 2 0 (48ml) ZtiQTLfz. #6 
tlfeH^^iaL, Et 2 0 (300ml) i5cfctfH 2 0 (200ml) Tifc^U 
it&®) (21g, «R^50%) «£>22(TC Vffl) ; 'H NMR(DMS0-d 6 ) 5 8.3 

8, 4.16 (q, 2H) , 1.25 (q, 3H) . 

2-h'J7Mn^f^-4-?DDeU5y> 

X^JU 2 - h U 7MD^f )K 4 - 1 HP+ybf U 5 y > - 5 -*)^+y 
U-b (5.00g, 19.4mmol) £cfctfNa0H (0.93g, 23.3mmol) ©H 2 0 (20ml) 
*, 60CTI5P*m*#Lfc. S*«*«ttflSL (*HCI) . atoW&jfcL&Jfr* 

•>t'j$y>-5-*M>g (2.1g. iR¥53%) «H NMR(DMS0-d 6 ) (5 8 

.83 (s, 1H) . 

2 - h U y)l^u^)V- 4 - t Ko*->£ 'J 5 5 -*)l7ti>& (2.0g 

. 10.4mmol) . P0C1 3 (32g, 2l2mmol) *ct^S0Cl 2 (25g, 212mmol) 4 
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BffltatmffiLtz. £j£4b£8tiU M% (&,&90~95T:, 1.5mm/Hg) LT*H 
(2.1g> W%\%) 'H NMR (CDC 1 3 ) 6 9.45 (s, IH) . 

mmM3 5 

EtOH (20ml) fcJ;tfH 2 0 (45ml) *OI^2-tFD*y-4-^>^7^ 
^-OX^Hf' J5$*>-5-*;M?*5'l'-h (4.0g, 13uol) ^cfctfNaOH (1. 
60g. 39mmol) <D®m*. lmffltofmWLVtco 8tt£fcUU Kttfc GRHCO 

^;HfU5^>-5-*^#>» (3.3g, IR^98%) fcftfc. >H NMR(DMS0-d 6 ) 
6 9.90 (bs, 1H) , 8.43 (s. IH) . 

2-t KD+v-4-^>^7;i/^-OX^;i/lfU5> ? >- 5-j3)ltf.>Wi (3. 
33g, 12.9mmol) <DS0C1 2 (27. 7g, 233mmol) M£0. 5B#im^jS8ij Lft. ^ 
T. P0C1 3 (35. 6g, 233mmol) £EJ&ji£*jK:in*, 36IS|Hftl&*«W-fc. 
S^fe&SffiU M% (fft£80~8S£, lmm/Hg) iX^ift^tl (1.2g>- 4X3*3 
5%) IH NMR (DMS0-d 6 ) 69.18 (s, IH) . 

mMM3 6 

4- HJ7;M-P*^- 5-N- (3* , 5' -^DD7i-W 
KU 5 H 
EtOH (1.8ml) fc<fcoy< (0.9ml) "f , ©2-^PD-4-hU7MD^f;i/- 
5-N- (3, 5-y^OD7i^) tTU 5 5> H (0.10g, 0.2 

7mmol) . Mg 2 0 (0.024g, 0.59mmol) iicfctf 5 %Pd/C (O.Olg) 

(Si0 2 , 9%Et0Ac/'\*-*» fc*^tTaH^« (0.05g, W^53%) 
. l!fe^I89~190 e Co 

mmm3 7 

2-y^75>-4 - HU7MOW-5-N- (3' . 5* - 
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2-i7dP-4- HJ^M-D/^/P- 5 -N- (3, 5-/^DD7i^ 

)V) tf'J 5 v 5 H (0. 13g, 0.36mmol) fc<fctf v*5MW7S > (0.1 

Og. 2.20mmol) ©MeOHi§f&£, ifll:T3«#Lfc. £»I8U 
^□7h^7 (Si0 2 . 5%Et0Ac/'\*U-» tZfriiT£m<t£® (0.022g, 
JR$16%) H!^163~164 , C„ 

2 - MJ x^l/7> : &-^ □ 7< K- 4 - h U 7)\,jra ^)V- 
5-N- (3' , 5* -^D07iZJ|.) tf'J5> ? >*;l/^++>-S H 
2-^DD-4- h'J^^P^^- 5-N- (3' , 5' -y^0 0 7i 
~)V) t'J5y>Mm5K (0.10g, 0.27mmol) fccfctf > 
(0.027g. 0.27mmol) <Z>&$THFi§j££, immWfrhtZo H#£jgiiU Et 2 0 
Ttfe#U ^LT^lKb^ (0.031g, JtX^24%) *mtzo St^l58~159 e Co 

mmw3 9 

2-^DD-4-^^-5-N- [3' , 5' -t*X 

2 - i' DD - 4 - U 5 y > - 5 O H (0. lOg, 0.5 

3mol) , 3, 5 -t'X (h>) 7 )\s*a 7-U > (0. 12g» 0. 53nunol) £ 

J:tfAmberlyst A-21MB (O.Olg) ©EtOAc (5.3ml) MfcTlftMi* 

WLft. mm&m&v. jsisu 7 07b^7 (sio 2 , io%EtoAc/^\^-tj-> 

) C^»tT*jSYk^« (0.17g, 1R^84%) fcfcfc. |lt^l56~157 < C. 

2, 4-xi7PD-5-N- [3* , 5' -ex (HJ^M-O*^) 

t: U 5 v > - 5 - * 5 K 

2, 4-^PDtfU5v>-5-*;i/#n;i/^07'f H (0.10g, 0.40mmo 

1) 43cfctf3, 5-t'X h'J7MD^fJK>y*Jl/7$> (0. lOg. 0.45nunol) 

$61% (0.12g) 15,6144-145^. 
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mmw4 i 

2, 4-v^DO-5-N- [3" , 5' -t'7. ( MJ 7Jk*D.*^W 
2, 4 - d a If 'J $ 5 - * J^-JW d 7-f K&JBH&dtfitfMi 

, $mMi\z%im<D&?\zmm{t&V!*mmL, (o.28g) t 

*#7c. B16104~!05 , C. 

&jfi«4 2 

2-x7/-4-h>J^;^D^^-5-N- [3* , 5' - £7. 

(MJ7;m-o*?mi/) 7i-M trij5^>-5-*;^+-^$ h* 

(O.llg. 0.46mmol) SlU&iam 1 KfS8<D«i: 5 

SWKU {fc£^£iR^96% (0.19g) Tf#/c. S4^146~147 < C. 

*tt«4 3 

2-i7DD-4-7xn^-5-N- [3* , 5* -k*7 

2-^DD-4-7ir;HfiJ5y>-5-^Mr;i/i/D7^h* (0.10g. 0 
.40DUDO1) . 3. 5- £7. (Y*)~7)V-*U*^)V) 7- l )> (0.08g, 0.40mmol) 
*5<fcCfEt 3 N (0.04g. 0.40mmol) <DEtOAci8f|££, iai;T2^Wlfc. 
fciBSSU i'DVh^? (Si0 2 , 5%EtOH/CHCI 3 ) XLfrWX&mc&m (0.0 
8g, iR^45%) *mtz. »j£l54r. 

2-tK7^y-4-hU7;i/^0^^-5-N- (3* , 5' - 
y7D07xzW tf'J5> J >-5-*;i/#+1i-^ H 
2_/7 DD _4_ hU7MP^-5-N- (3* . 5' -7?DD7i 
^) fc!U5 5>>#;Ps|fcHf5F (0. lOg. 0.27mmol) fc K7V> (0.009 

g, 0. 54mmol) ©THF^Sr, N 2 T» "gmzTWmmm&Vtz. &tt£iftifiU « 
IgU (Si0 2 . 20%EtOAcX^^-tt-» CA^tTiSfc^ft (0.0 

8g, IR^79%) Zntz. IH NMR(7-fe h >-d 6 ) 510.08 (bs. 1H) , 9.64 (bs. 1H 
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) . 8.89 (s, 1H) . 7.80 (s. 2H) , 7.24 (s, 1H) » 2.79 (bs. 2H) . 

2-[N-(l-7S/xh^3>75 F)]-4-bU7MD/f;i/- 
5- DK3* , 5* -3>* O P 7 x-;W ]-k'iJ5y>-5-MWSH 
2-tF9^/-4-h»j7^D^^-5- [N- (3' . 5* 
P7i^) tfU^^^^^lt^ K (0.08g> 0.21mmol) ^itf***^ 
3>m (0.024g, 0.21mmol) <Z>CHC1 3 (2.1ml) HHK£. N 2 TKT24l5P B Wn$tfii5?t 
Lfc. i£$t£igfc&U ^DThy^^ (Si0 2 . 33%EtOAc/'\^it» KtWtT 
^^b^ (0.06g. iR$62%) £t#fc. Si^l82~183'C. 

2-7x-ji/T5y-4- hU7;^o^f;i/-5-N- 

(3' , 5' -^nD7i^) - tf U 5> J >- 5 -#;U7tf+U"^ K 
2-^PO-4-h 1 j7;i/^-D^5 1 ;l'-5-N- (3* , 5' -y^DD7i 
n;W trU5v>^;PW-y-5 H (0.10g. 0.27mmol) &&Zfi7->)> (0.06g. 
0.59mmol) ©&$THF (2.7ml) N 2 TKT18l$fB]«# Lit. RJfcfi 

U ^D7h^7 (Si0 2 , 50%CHCl 3 / / ^+it» fcjB»»t 

TMifc^ft (0. 10g. 4X^91%) gft^i228~229 < Co 

*««4 7 

- ? PP - 6 -j*^- 2 - M 7V>lJ)V#*isV— h 

y^;i/4. 5-vt h*p-6-^^;i/-5-^v-2-t'7> J >^;^+^ 

U— h (M. Man<u T. Seo. K. Imak Chem. Pharm. Bull 10:3057-3063, 1980) 
©DMF (20ml) j&Kfc, P0CI 3 (20ml) &in*&. Kfofyl*Q.m?&W.UL. ^ 
X-mzm^tz. 7KH^CHCl 3 TttUiL> (MgS0 4 ) U ^-LTiiaSLfc. 
^DVhif77 (Si0 2 , CHCI 3 ) C*>ttTM4kft4(l (2.34g, «R$52%) 
fc. IU^49~50 < C„ 

5 - ? p P - 6 2 -t7x>AM>i 

^5-7DD-6-^f^-2 -tf^v^^^+^U-H (0. 16g> 0.8 
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6uol) , K 2 C0 3 (0.31g. 2.18mmol) ti&m t Q<D&&ta&> ^i&T 2 mfflMWL 

tt. Eumzmav* mmt (2o%hcd u ®*>nimfr*m*bTi&m{t&® 

(0.057g, iK^39%) gt6ll6~ll7'C. 

2-^cm-5-N- (t , XHU7;^PpC^7-'J» 

tf U 5 V>jj)Vi$-)V>7 u=fi H ©ttfc> 0 2 - ^ O □ - 5 - ?>i3)V# 
-JlZnysfF (O.lg, 0.57mmol) &mMzZt]M-\t. *16«lfc«jKLfc#. 
JS<h|i^<D^JIg£ffl^TSJg{fc£$j£JK^5l% (0.08g) T#fc. Bt&l0l~l02 

5 0 

2- hU^^7>^-^A^D7-r K-4- h*)7)]s*n*?-)\, 

-5-try ss?>;*7;i/#>S8 

2-^oo-4-hU7Mo^jHfU5y>-5-M#>g (6.0g, 27 
mmol) *5<t^j§f!|(DhU^^;i/y5><DTHF (60ml) Jg$£, 5 #|H!St# Lfc. 

@#£ift©u ^ftUT^ifl:^ (7. lg, znfco m nmr(dmso-(I 6 

) 59- 19 (s, 1H) , 2.72 (s. 9H) . 

2- HJ*3MU7>^7A£D71' K-4-hU7;P^-D^5 1 ;l'-5-t:'J 
$y>AM>BH (4.3g. 15mmol) . KF (1.8g, 30mmol) , DMF (40ml) 
2 0 (20ml) <DM£®*, O.mmmftLtc. I^^IKU ftttfcU Et 2 0T 

m&Ltzo Ei t mzmffiLT&mit£v>> o.6g, 11x^47%) zmtzo m nmr(dms 

0-d 6 ) 6 9.41 (s, 1H) . 

2 4 - HJ 7;M"n*?ju- 5 - 

2-7^0-4 - hU7;^D^5 1 ;i/tru$> > >-5-*;i/#>^ (i.5g. 
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7. lmmol) . mt^^ l ))V (l.Og, 8mmol) fcitfDMF (2iiS) £>CH 2 CI 2 (30ml 

) m&zm^it££im\t. mssm 5iz% l m<D&oiz%m<t£vozmmv. jk 

^75% (1.2g) rmtZo 1H NMR (CDC l 3 ) 6 9.42 (s, 1H) „ 

f W il5 3 

2-7)V*a-4-b*)7)l*n*^)V-5-N- [3' , 5* - If* 

2 - ?;ktD- 4 - MJ 7)V*U*?-))/\ZV 5y>-5 -#;i/#-;i^ d ^-r 
H (0.05g, 0.22mmol) fccfctf3, 5-t*X ( MJ 7Jk*D*3 L )l') 7-U> (4 
5mg. 0.2mmol) <7)EtOAc (2ml) m®.*m^tzZ\t&Lmt, #U£#J 1 KISiitf)cfc 
5K^i!4-t^£P8$aU iR^22% (0.02g) Tf§£. 15^133-135^. 

2-^DD-4-hU 7MD/f ;H 5 - t>J $y >*M-;^ □ H 
2_/ 70 n-4-h'j7^P^5 1 ;Hf , J5> J >-5-*;^>iE (1.5g. 7. 
lmmoO &£.tfmt**W)V (l.Og. 8mmol) £>CH 2 CI 2 (30ml) ®m*m^tzZ. 

tumt. mMM2 5izim<D£viz&mfc£®zmmv, wmo% a.ig) t 

f§&. 1H NMR(CDC1 3 ) 6 9.31 (s, 1H) „ 

nmm 5 5 

&^tt{mmi\z&%<mmt%m<D£;f& 
*nmmt. m.*tit>^itmz&%*miv>{mw£>7 yxoitsyxDSfcz 
m*?z>o *%mm\z\mit<D9y7s<D\t&mm*ztiz>fr. wt©^ms«* 

96r7x;i/ 1 ml y'V- V<DV^)V2 ~1 1 Oaj 1 12te3 > H u-)V£ LTffl 
IS^nTV^) fc, 5mg©Amberlyst 21$flt, 0. 2ml0EtOAci5J:tf22. 4md>o1<D8 
0©S^-57S>g|^*Snxfc:. #<^T. S-^xJKC. 25.0#moltf>iItj!J£ 5 - 

m^7D7^h (flixtf. 2 -i;nn-4- MJ7;M-D*^;nfu Sv 5 

>- 5 -#;M?-jU7 o-^-f K) £!in*.£. 96^x)P7'l/-H^. 0.3^1^ 
J&fflgU SOtflCDfyO^^xJl/KflDAfc. :/U-h££€>[::0.25l£P£jg^Saa 
8U #-7x;i/7j><bEt0Ac]I£JK9Sfc£> &ffcLT80<fl8'Jf@<mfc£$>£#/!:. £ 
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M?n-?h?y7j-. HPLcfc<fctfGc/ns#«rtt, mm<D{t^m^>%%(Dmm 

NF ic B*>«J;tf AP-1 ©i£ttfc©|&§ 

A. NF/cB7->-fe< 

^7i9- fc?f6^*IS'lft-r^S/hSV-40^'P^-^-(Cffl|^ LfcNF k BtS£ffi 
& OMCyp^-^-a*) *A^rrs«JE&t MurkatT»lia***«Tffl^ 

fc. sens*, 2—3 b^c 3 x losjnfg/mLfci^sii ufc 
«msit»Tsfc»fciMa««ttixio««ia/BL*iBATtta:S35:^) . -ne> 

QMUBSINkU 10XSerui-f lus££^**rfffc*Mtfc: 1 x 10«iWia/iiL©SBflE 
(l">x^»fcO200ML) . 

3fcV»T, y^fHW*/H (3.3. 0.33*3=ttf0.03Mg/mL) 
«W©flSfc*ft, «Ua**tf96«>x^yi/-hK:aailU, -tUT^U-r^rC 

-eo.5i^F B i-r>+a.^-h-r2)o *w so ng/uojM'tf— ;M2-3u;i?>tt 

-13-ftft(PMA);l3J:tf 1 Mg/mL©?^ h^T^^-XPH/OS^x^C^lPL 
, -eLTSBSa^37 < CT5^$6fc-f >+a^hLt. h£2200RPMT 
> U£T3#ffl&<i>*HIU *^T«fflS*«l0^fc o «-£x;HC60mL<Z>» 
te»*«««**ftlU *LT^U-h^flT0.25WfHliS[llLfc. Sfc^T, 40 
/U©#«§$ffi$j£<Ife96'}i;t^- Mc£U -€-UT50mLO;U^7x7- 
-fc?gSfHSri££8sJnLfc. I63t*, Packard TopCount^ffl^TjS^^aSJtLfc. 

B. AP-17yfe-f 

^^SjT^3 7y7 u --lf^'D : &-^-^ty^^JurkatTiaBlig^ffl^5C<!: 
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c. *sm 

*%W<D&MmM\:%*fa-Q$> 5 . 2 □ D- 4 - h U 7)V1t P * 3^- 5 *N- ( 3 

^AP-ifej:z«fficBK:»rstt»fl:^«c)a«tt*«aE'flsn*. 



£2 
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39 


0.075 
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45 


2.0 



j&60<J56(Z)NF /cB(IL-8t;^^T)*J;^AP-l (IL-2H^(,>T) ©Ufn*«U*-^ 
(25~50MLO7'JH-h) *ELISAfC<tOftSHt. #?S9ltf>f^#l&<t£ 
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4fcT»S. 2-?PP-4-MJ7;M"P*3 1 )l/-5-N-(3\ 5 ' -tfX h U 
□ ;* fJP7i^JW tT 'J 5 -7 >#;i/**1t 5 H COlr»T0*H*0»**BI 4 
tk-T (n>hD-;i.{3^t-^>%i:LT^-r) . 

"7^Xj»«U>/t»(PLN)7y-fe'ftt, k MM*f6fft®:7Pv*fc*5tt*fl:£ 
•Ol^ft^ai-rsiMiH-^lS^O^^T**. :**1t\/o>(oxazolone)fc 

WfcfflV>6*VC^3 (Morris <=> » Transplantation Proceedings 22(Suppl. 1)110 
-112. 1990). 

a. mmvynm^fr 

MLT(3,000rad) «Jtm*l»^^:o *fe&fc«fcl«|IMS?&«©Mfflm, 2.5 

. ^LTfcl^^'J >/-<tt(PLN)©fi»£frfflLJt. 
HS60i]l©{fc-&tlT&5> 2-^DP-4-hU7;i/^P^5 1 ;l/-5-N-(3*, 5' 

-e^Mj7^n^^7x— jwtrus5?>*^#+*5 sasstt (o 

Bg) ©lBffilOiM&LT. 4BB*-CttKl*iai*C«fcO«fBliaa#Ufc. « 
ffl©iSMt{b^^^7X-x7 P v^if-^ffl^T 5 mg/mL©^T0. 
25%©^^-tJpP-7N (Sigma) ttC^Lfe. 10, 20i3<£tf30n]g/kg©fflg£ 

O^T> *W7$i£©jgm^&£fEgLT. 0.1 mL/10g#S£Iti!$fta& 
10 mgAg) tt, 52%©igm©E^££i;. -*y^DX#'J>A(t l2mg/kgT3 

5*©fi*&4i;fc. 
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b. &mmmm.mn 

£»m©fls£*n?*5, 2-^dd-4-hu7^p^5 i ;i/-5-n-(3, 5-t* 
o 2 a a~ 7 a a ^ntt^ffloiSir t^; o yar^s-r^ 

1f-£fflV>T0. 25%(D*3^l/-fe;i/0-7 > (Sigma)*(c!l®rs £ £fc .fcoTWS 
Lfc. Sfflill^^T. 0.1mL/10g*SO»»«*lfi:4-Lfc. fc£«jtt-e©«iB£ 

4t*M fll * MS. 

(mgfcg) (f »g ± SEM) t*t7<^) 
b' v t7iW«)>f — 030±0.02 — 

*<#Cpd 10 Op) 0.27 ±0.01 0.163 

PUfcCpd. 30 ftp.) 0.13 ±0.02 <0.00l» 

V7ot^7T?F* 50 (Ip.) 0.08 ±0.01 <0.001 



m&it£%)W ng/kg i.p.)^y^D^7r 5 K(50 mg/kg i.p.)tt, -t 




Fig.l 
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Fig. 2 
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Fig. 3 
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see page 437 - page 443 

CHEMICAL ABSTRACTS, vol . 88, no. 3, 
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see abstract 

& JP.A.87 783 679 (YAMANOUCHI PHAAMA.) 12 
July 1977 



1,34-36 



1.20,34. 
36 



1,20.34. 
36 



( 54 ) 



#£¥11-512399 



INTERNATIONAL SEARCH REPORT 



Wo 



PCT/US96/15108 



Pattudooumt 
dnd in stardi rtpart 


date 


P»icntfrmily 


Mfeftdon 
data 






NONE 








18-11-93 


AU-A- 


3855493 


18-11-93 






JP-A- 


6032784 


08-02-94 






ZA-A- 


9303373 


99-12-93 


DE-A-3205638 


25-08-63 


NONE 






DE-A-2906461 


23-68-79 


FR-A- 


2417506 


14*09-79 






Fft-A- 


2457286 


19-12-80 






AU-B- 


526298 


06-01-83 






AU-A- 


4439279 


19-07-79 






BE-A- 


674266 


20-68-79 






CA-A- 


1096868 


03-03-81 






CH-A- 


639876 


31-10-83 






G8-A B 


2014984 


05-09-79 






JP-A- 


54130585 


69-18-79 






LU-A- 


80937 


29-16-79 






NL-A- 


7901333 


23-68-79 






SE-B- 


446450 


15-69-86 






SE-A- 


7901493 


22-98-79 






US-A- 


4250178 


16-92-81 


US-A-3517016 


23-96-78 


NOUE 






US-A-3517009 


23-06-70 


NONE 






FR-A-2139411 


85-01-73 


CH-A- 


549339 


31-65-74 






0E-A- 


2222729 


16-11-72 






NL-A- 


7206347 


14-11-72 






US-A- 


3645055 


29-10-74 


W0-A-9525723 


28-09-95 


AU-A- 


1896195 


09-10-95 






ZA-A- 


9502205 


31-10-95 





hn VCTjOAOta \**mx ft 



filter 1*1) 



P 11-512399 



Page 55 of 55 



( 55 ) 



4#3HFli-512399 



(51) Int. CI. 6 



F I 



C 0 7 D 239/42 
241/24 
241/34 



C 0 7 D 239/42 
241/24 
241/34 



Z 



(81)^SI 



E P (AT. BE, CH, DE, 



DK. ES. Fl, FR, GB, GR, IE. IT. L 
U. MC. NL. PT, SE), O A (B F, BJ. CF 
. CG, CI. CM. GA, GN. ML. MR. NE. 
SN. TD. TG). A P (K E. LS, MW. SD. S 
Z. UG). U A (AM. AZ, BY. KG. KZ. MD 
. RU. TJ. TM), AL. AM. AT. AU. BB 
. BG. BR. BY. CA. CH. CN, CZ. DE. 
DK. EE. ES. FI. GB. GE. HU. I L. I 
S. J P. KE, KG. KP. KR. KZ. LK, LR 
. LS. LT. LU. LV. MD, MG, MK. MN. 
MW. MX. NO. NZ. PL. PT. RO. RU, S 
D, SE. SG. SI. SK. TJ, TM. TR. TT 
. UA. UG. US. UZ. VN 
(72)^0^ rf-;UH*7>. -f- 

7*U££*S 1l*)7*)\,~7 92130. 



4372 

#3, V7 XA. 

7*U#£&I1 AU7*J!/-7 92129, 
12555 

<72)589!# ^>'/>-:7*>. V> >? x <. 

7/U#£*S tJ*)7*)\,~ 7 92I30. 

1t>^^xrf, ^ 7 F 3— h 4209 
(n)%w% ny>*. xx. xx. 

7*U££*S ^U7^;i/X7 92024, 

X>^>n^X. ^UXh 602 
(72)£9J# It'J/O, DA — h ¥7*)n.-. 

7*'J#£*li *U7^;l^r7 92054. 

£x-f 2035 




This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
□spaded TEXT OR DRAWING 
P^BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 



